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Heparin Pretreatment Suppresses Norepinephrine Concentrations in

Dogs in EndotoxicShock Dennis F. Devereux,' Constantine A. Mlchas, and Susan Rice
Mongrel dogs were treated intravenously with either 1000 units of beef-lung heparin per kilogram of body weight or with isotonic saline, before intravenous administration of E. coil endotoxin. We found significant differences in circulating norepinephrine concentrations between a heparin-pretreatment group (1.89 ± 0.39 jig/iiter) and the control group (9.83± 4.64 ig/liter), but none withrespect to eplnephrine. Systolic blood pressures at 360 mm were also significantly (P < 0.05)different, 148 ± 6 mmHg as compared with 118 ± 13.4 mmHg. Evidentlyheparin pretreatment can decrease circulating norepinephrine concentrations in the endotoxic state and changes in circulating catecholamine concentrations can affect physiological variables. 
Results
The heparmnized dogs had significantly decreased norepinephrine concentrations in response to the endotoxic insult (Figure 1 ). One hour after endotoxin administration, control samples averaged, per liter, 11.02 ± 4.6 ig of total catecholamines and 9.83 ± 4.64 ig of norepinephrine, while the heparm pretreated group averaged 2.84 ± 0.63 and 1.89 ± 0.39 Mg/liter, respectively (P <0.001). Average systolic blood pressure differed between the two groups, even though enough endotoxin was administered to both groups to kill them all within 22 h. The difference in systolic pressures increased as the experiment progressed,so that by 6 h the control group had an averagesystolic pressure of 118 ± 13.4mmHg while the preheparinized group had an averagesystolic blood pressure of 148 ± 5.89 mmHg (P <0.05) (Figure 2 ). We saw no differences between the two groups in the other variables monitored. The mechanism of the heparin/catecholamine interaction is being investigated further.
